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DETAILED ACTION 



has JESS *" 1 3 ' 12 ™» <^ No. 19, is acknowledged and 

Claims 1-5 and 7-27 are pending ,„d are being examined present 

(Paper No* 'Z^^^ZL*^ °*- — «W» 
No. 19) , the outstanding 112 fctTicZSa S h™„ Sj"* 1 ' 3/12/20 °1 (Paper 
re^ons have been maintained. ^^J^Z^^™,' 

the headings indicated below. °' ,he le " ered l,ems s "ould be preceded by 

(a) Title of Ihe Invention. 



c St2.™n! We ? CeS ? Rela,ed ^"cations (if any, 

SSnl^Co^tyr "~ -~y.sponsored 

W Background of the invention. 
1- Field of the Invention 

Art Wo-malion disclosed under 

(e) Summary of the Invention. 

(0 Brief Description of the Drawing 

(h) SS 10 " ° f Preferred E -bodiment(s). 
(I) Abstract of the Disclosure. 

5 Jm25^^„S»*»- »*» informalities: 

instant specification . ""sspellmg of superfamily" on page 6, line 6 of the 

spec»S«o h n ereWearS '° ta •"*■» on page ,9. ,i„e4 of the instan, 

6- Claim 7 is objected to under 37 PFR 1 7s/^\ u ■ 

form ,o, failing , 0 further iimi, the subject maje^a preS SXS" 
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limrtation of claim 7 which recites ft£aL W T^r t # ft ^- 11 is not clea ^ how the 
antibody, further limits claim 1 since "cla^ ZZ ^ 9ment is derived from an 
invited to clarify. c,aim 1 alrea dy recites said limitation. Applicant is 

k Paragraph of 35 U.S.C 11 2 - 

subject matter which the Af^^^^J^^ ^^^^^ P° intin 9 out and distinctly daiming the 

being ^tott^l^^^ ? ^ § 112 ' Second P«Wh as 
which A Ppl icant regards' f£S£° rt ° Ut a " d distinct, y c,a ™ the subje'cfmatter 

"an intent ine"? ZTe^Tj* S ^ W-hto in the re ^tion of 
referring to the exposed interface * oi * * of 5S? " * the phrase is 

P^s^^^^ the station of "interface region" because said 

P^S^^^ I* - d ™ S ignite in the recitation of the 
sa.d phrase relates to the precedina te?m 'w,ht f » ' m because i{ is no * clear how 

^^SKffjr r cant ar ^ es - - 

specification because the VL VH ^interface V nhrf ■ * IT that ° f the instant 
adjoined" domains as recited h aSES amfn^ ? "contiguously 
distinct polypeptides. Examine? ySSSSS 1 !!! 1 bUt inStead 6XI ' Sts bet " een 

of Johnson et al it is taught to examine . that 0n pa 9 e 10 ( line s 16-28) 

and light chains domains' of a^S^SSjf Hn interfaCe of tne hea ^ 

that Johnson et al may also el^^I? StETS? V n ° ted by the examine " 
longitudinal axis between adiacant SnmLS J 1 * allows contac t along a ^ 

of a larger antibody or aTbo'd^ ° r ^in a light chain 

11- before Applicant ^^^^^^^ 
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c=r^ from different 

applfcants have not altered claims" and ^ ' 9ht Chain) ' However si ^e 

such exclusitory language in c.aTm app cant" ameZT, &CF \ and Since there * no 
interface between immunoglobulin domSjlTf nded ^ a,ms do encompass an 
the heavy chain and VL from the UghS) fr ° m d,fferent chains < IE V H from 

^7^^^^^^ discloses on page 3 that 
former VL/VH interface region by exchanninn A K 030 be modified in the 
and this teaching anticipates fS^S^SS^ 'I T by hydrophilic ones - 
two claims recited an Fv fragment de P endent bairns 9 and 1 1 since the latter 

~te applicant's 
Therefore, although appfcani^^iS^^^. 08 " be ^ermined. 
deemed unpersuasive and the 102%?^^ they are 

A person shall be entitled to a patent unless - 

i 

in the United States. ^' han one year P" or to »» date of application for patent 

being anSated'by Johns'onet T^f^S^^ * ^ 1 ° 2(b) as 

of an ^m^2ut^Kft n ^i^ ^ domain ° f a member 

residues of the domain isSed l e rP n^ 0ne , 0 ' more interf ^e amino acid 
with a residue so that The ana o 'i flSThSf ^t" ^ amin ° acid is substituted 
entire patent, especi^iy pag^tl an?rJSS fl£ ™ h™'^ d ° main ' < see 
teaches that said analogues are obtain^ , Ici n f P araara Ph. respectively) and 
recombinant expression system (sefenL Tl^ directed m ^genesis and a 
in the instant qSaims 1 a^^^^K^^^S 968 ?" 10) 38 recited 
a=e^ of 
lines 6-9) such as sing.e Lin va^KC^^e 

single chTjaXl^cX '£ Fv fcF^r im' " 'T^* Said a,terati °" * a 
he by way of amino acid s.hsti^ 
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et al teach said single chain noLll nay be fartXToSE ° ^J™ 13 " 14 - John ^n 
can be enzymic, florescent, radiolabeled or a , P 3n addition a' moiety that 
patent, especially page 8, lines 17^^^J^Tji no 8 k * uft ' <•*> entire 
teaches cloning the recombinant productsil w nhi , ' mS 15 " 17 ' Johnson e * a' also 
page 20 , line 1) and also that Jf™* Ttfi^}™^ patent ' es ^V 
a fusion w,th gene III protein of filamentous a S 1 be dlSp,ayed on a P^ge a S 
especially page 20 , lines 15-23). ment0US bact e™phage (see entire patent, 

Therefore, the reference teachings anticipate the claimed invention 

oLJn h ^ forms the basis for a„ 

^°f«^ 

subject matter and the claimed invention EST 2 the Unde . r this section wher * the W 

same person or subject ,o an ob.igation ^^^^^ ^ «- ^ the 

the ciai^^^^"^ considering patentability of 

the various claims was ccm^'^^S!!^ ^ SUbjeCt matte ' of 
were made absent any evidence to to wt™^^?"^ 8 C0Vered tnerein 
under 37 C.F.R. 1 .56 to point out fteh^EZ^SS"* 5 ° f the obli 9 ation 

was not commonly owned at the time El ^ w ° n dates of eacn c,aim that 
Examiner to consider the appESS of 35 U S c 1? ' m ° rder for tne 
or (g) prior art under 35 U.S C. 103(a) nd P ° tential 35 U S C - 1 02(f) 

u^pateSa^ove 5 ; John^i^S^SgS -^i 1 ° 3(a) 38 bein 9 
92:6057-6061, 199S)(IDS) and Knappik^ * J S " View ° f Jenkin s et al (PNAS 
Dubel et al. (J. Of ImmunologTcarMethods mS^^™* 5 *-™' 1994 > and 
(Journal of Immunology 148:1547 -155; ? 1992) * 3 K ° Ste ' ny et al 

sequen^Xn aS^ - - do. not teach a DNA 

18-19, or a peptide or l^^m^^SJS Ss^f ^ ^ 

Jensen et a, teaches DNA recombinant methods of producing mutants of the HIV 
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the recombinant methods include "the u? ? h ° n) ' Jensen et al also teaches that 
of the expressed protein o^^tS^^T^ ^ that a,,0ws ra P id p3£rt£ 
page 6057, column 2, last paragraph) (See enHre artic,e ' especially 

detection^ been successfully used as a 

art.de, especiaHy page 761 column^ in E - <** (see entire 

oontain^outcC" -Fv antibodies 

terminus of the scFv antibody t orde to orotTnn? Sing,e c * stei ™ * *e C 
scFv complexes (see entire aJZ^^^S?*^ as we » as multivalent 
teach that said coupling would fac itateln ZZEfS?' ° IU , mn U Dudel et al a 's° 

to ^e ^ ^ Iinked 

homodimers. However when these no^riTmL™ W8, each bein 9 pressed as 
form monomers and then ^S^S^S^ * the hinge re 9 ion «° 
produced. Kostelny et al also teach £ !a* T£ e ° d pr0ducts were 
— erapy. (See entire .rt^^"^ « ]~ 

;nvenp2r a ^ U hl » the art at the time the 

10. 13-17, and'26-27 in view of the teachina «m1 ^T* 38 r6Cited in Claims ^ 
■n the above 102b rejection in Sect ; m SSI ? office aS. 3 '' f ° rthe reaS ° nS Stated 

in the art 2 tX^^^ obvious to one of ordinary sk i„ 

that encoded a modified antibody o7an™ odv fraamen^ft ^ f d 3 DNA »*™» 
had an additional moiety of a hisLine ta^as tauS h J ? taUDht by Johnson et al tha t 
mo.ety of a FLAG peptide as taugS^^i^,^^ 8 * 8 '- ° r an additional 
Knappik et al teach that said mofies aS tfl * ^ b ° th Jensen et al and 
proteins, especially antibody SSn^J^T^ P urificatio " <* expressed 
the detection of recombinant ZSlS IK^CE^ ' ^ a ' S ° aid in 

ordina^Se 2£E Jme tnT^S w' « W0U ' d *■« been obvious to one of 
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by Knappik et al because Knappik et al teach that said coupling facilitates the creation 
slra C tegies XeS ° ant,b ° dieS " m ° ,eCU,eS f °' use ^PeuZ 

With regard to claims 1,13, 20, 23-25, it would have been obvious to one of 

^ 6 ^ 3t th u 6 time the inventi0n wh0 wanted t0 an antibody with 
dual spec. f.city m immunotherapy was to have made and used a DNA sequence as 

taught by Johnson et al that encoded an antibody fragment that was Hnked to a leucine 
zipper, since Kostelny et al also teach that said molecules are valuable in 
immunotherapy. amauic ■■■ 

From the combined teachings of the references, it is apparent that one of 
ordinary skril m the art would have had a reasonable expectation of success ?n 
producmg the claimed invention. Therefore, the invention as a whole would have been 
pnma face obvious to one of ordinary skill in the art at the time the invention was made 
as evidenced by the references, especially in the absence of evidence to the contra^ 

I?* r ?fi m o 1 n? W ° Uld be allowable * rewritten to overcome the rejection(s) under 35 
U.S C. 1 12 2"" paragraph, set forth in this Office action and to include all of the 
limitations of the base claim and any intervening claims. 

16. No claim is allowed. 

17. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy DeCloux whose telephone number is (703) 306- 
5821 . The examiner can normally be reached Monday through Friday from 9 00 am to 
6:00 pm. a message may be left on the examiner's voice mail service. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on (703) 308-3973. Any inquiry of a general nature or relating to 
the status of this application should be directed to the Technology Center 1600 
receptionist whose telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 
by facsimile transmission. Papers should be faxed to Technology Center 1600 via the 

l?I aX Center l0Cated in Crystal Ma " 1 " The faxin 9 of such Papers must conform 
with the notice published in the Official Gazette, 1096 OG 30 (November 15 1989) 
The CM1 Fax Center telephone number is (703) 305-3014. 

Amy DeCloux, Ph.D. , 

Patent Examiner * sy 

Group 1640 (>C7 a>C^t( ^cU^^^^ 

Technology Center 1600 DAVID SAUNDERS 

June 1 8, 2001 PRIMARY EXAMINER 

ART UNIT 'tf& f^^tf 



